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http://dx.doi.org/10.1016/j.fjs.2014.
1682-606X/Copyright ª 2014, TaiwanSummary Background: Advances in minimally invasive surgical techniques and instrumenta-
tion have facilitated their application in the management of hepatic tumors. However, deter-
mination of the optimal safety margin can be challenging for liver surgeons. The present study
used a case-matched analysis to evaluate the surgical margins and survival rates in patients
with liver cancer treated using either laparoscopic or traditional liver resection.
Methods: All of the enrolled patients were diagnosed with hepatocellular carcinoma (HCC) af-
ter surgical resection, which was performed according to clinical practice guidelines. The in-
dications for laparoscopy included the detection of a tumor at the anterior peripheral region of
Segments III, IV, V, and VI, with a diameter of < 5 cm. Of all the enrolled patients, 86 (63 men
and 23 women) underwent laparoscopic liver resection (Group I), whereas the remaining 91 (67
men and 24 women) underwent traditional open resection (Group II) based on case-matched
study.
Results: The resection margins were  10 mm, 5e9 mm, and  4 mm in 1 patient, 70 patients,
and 15 patients in Group I and 3 patients, 41 patients, and 47 patients in Group II, respec-
tively. The safety margin was  10 mm in 15 Group I patients (17.4%) and 47 Group II patients
(51.6%), respectively, (p Z 0.001). The feasibility of wide resection was probably limited by
the location of the tumor based adjacent to the main vessels. Overall, in Group I, the 1-, 3-,
and 5-year survival rates were 84.2%, 67.3%, and 57.7% for a 5e9-mm safety margin and
93.3%, 86.7%, and 78.0% for a  10-mm safety margin, respectively; however, these differ-
ences were not statistically significant (p Z 0.139). Similarly, in Group II, no significant dif-
ferences were observed regarding the survival rates for varying safety margins (5e9 mm and
10 mm; p Z 0.57).
Conclusion: Securing an appropriate safety margin for laparoscopic liver resection while dis-
secting using laparoscopic instruments was challenging without any tactile sensation by theng authors declare no conflicts of interest.
of Gastro-Intestinal surgery, Yuan’s General Hospital, Kaohsiung 80249, Taiwan.
om.tw (C-G. Ker).
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184 C.-G. Ker et al.surgeon. Moreover, no significant differences were observed in the postoperative survival of
both Group I or II patients with a safety margin of  5 mm.
Copyright ª 2014, Taiwan Surgical Association. Published by Elsevier Taiwan LLC. All rights
reserved.Table 1 Profile of the patients treated with laparoscopic
and traditional approaches.
Variable Laparoscopic
Group I;
n Z 86
Traditional
Group II;
n Z 91
p
Age 59.0  12.4 58.4  11.2 0.734
Sex
Male 72 (83.7) 67 (73.6) 0.147
Female 14 (16.3) 24 (26.4)
Section
1 segment 15 (17.4) 3 (3.3) 0.004
 2 segments 71 (82.6) 88 (96.7)
Margin
 4 mm 1 (1.2) 3 (3.3)
5e9 mm 70 (81.4) 41 (45.1) <0.001
 10 mm 15 (17.4) 47 (51.6)
Tumor size
 1.9 cm 28 (32.6) 8 (8.8) <0.001
2e5 cm 58 (67.4) 83 (91.2)
Data are presented as n (%) or mean  SD.1. Introduction
Hepatocellular carcinoma (HCC) is one of the prevalent
diseases in Taiwan.1 An increasing number of current clin-
ical reports have deemed laparoscopic hepatic surgery as a
feasible procedure. The laparoscopic approach has been
used for liver resection in liver cancer since 1998 in our
hospital.2,3 Subsequently, several advances in this mini-
mally invasive surgical technique and instrumentation have
facilitated laparoscopic surgery as one of the surgical pro-
cedures of choice for liver cancer.4,5 Particularly, laparo-
scopic ultrasound could be used for tumor staging, which
could be considerably beneficial in avoiding an unnecessary
laparotomy even in patients undergoing a complete pre-
operative work-up. In addition, in our experiences, lapa-
roscopic examination and laparoscopic ultrasonography
were indispensable for identifying an appropriate safety
margin through the precise determination of the segmental
tumor location and the distance of the tumor from the
adjacent vascular or biliary structures.
No significant differences were observed in the overall
survival and disease-free survival rates in patients with HCC
who underwent a major or limited open resection.6 Shi-
mada et al7 reported that a major hepatectomy was not
recommended for patients with a solitary small HCC with a
diameter of  3 cm in diameter. In our previous study, no
significant differences were observed between the overall
survival rates of patients with HCC who underwent a major
(2 segments) or minor ( 1 segment) hepatectomy with
laparoscopic liver resection.3 Nevertheless, the post-
operative tumor recurrence rates in patients with HCC
remain high, with no definitive method for prevention.8 The
association of the extent of surgical resection with the
tumor recurrence and survival rates remains controversial.
Yu et al9 reported that regarding intrahepatic recurrence in
HCC in Taiwan, patients with a tumor resection margin of
<5 mm exhibited poorer prognosis than did those who un-
derwent open resection. Moreover, to date, limited studies
have discussed the results of a surgical safety margin in
patients with HCC undergoing traditional open
laparotomy.10e13
Laparoscopic liver resection has obvious advantages over
the traditional open procedure in certain patients.14,15
Because of the lack of tactile feedback during the laparo-
scopic approach, maintaining a safety margin away from
the resection plane during liver dissection is challenging.
Limited clinical studies have focused on resection margins
in patients with HCC treated using the laparoscopic
approach for liver resection. Therefore, this study con-
ducted a retrograde evaluation of the surgical margin and
survival rates in patients with HCC treated using laparo-
scopic or traditional liver resection for a tumor located atSegments II, III, IVb, V, and VI based on a case-matched
study.
2. Patients and methods
All patients were diagnosed with HCC after surgery be-
tween 1998 and 2006 and followed-up for at least 5 years.
The laparoscopic or traditional liver resection procedures
were performed following the clinical practice guidelines.
The indications for laparoscopic liver resection were tumors
at Segments II, III, IVb, V, and VI, with a diameter of <
5 cm. In total, based on the case-matched method, 86
patients (63 men and 23 women) underwent laparoscopic
liver resection (Group I), and 91 patients (67 men and 24
women) underwent traditional open resection (Group II)
during the same time period. Table 1 presents the clinical
discrepancies in the demographic factors between the two
patient groups.
Four trocars had to be inserted to achieve an optional
operative manipulation depending on the tumor location.
The abdominal pressure was maintained low (8e12 mmHg)
in addition to abdominal lifting as required. An arbitrary
laparoscopic microwave coagulation line was drawn to
determine a resection plane after laparoscopic ultrasound
examination. The necrotic plane produced by the micro-
waves was usually approximately 1-cm thick. Dissection
was initiated using a cavitational ultrasonic surgical aspi-
rator (CUSA; Valleylab Co., Colorado, USA) along the
Figure 2 Survival rates depended on the safety margin
treated by traditional approach.
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vessels exposed during dissection were ligated using
ligating clips. Occasionally, maintaining a wide margin was
difficult because the tumor was located close to the main
veins or bile ducts. In the absence of a safety margin, the
remaining liver parenchyma was subjected to microwave
ablation for an additional depth of approximately 1 cm
after tumor removal, without injuring the main vessel or
duct where possible. The data collected included the sur-
gical margin distance, perioperative blood transfusions,
postoperative complications, and survival rates.
Continuous data were expressed as mean  standard
deviation, and the group data sets were compared using the
ManneWhitney U test. The cumulative survival rates were
calculated using the KaplaneMeier method (log-rank test)
for survival rate; p < 0.05 was considered statistically
significant.
3. Results
3.1. Intraoperative results
The resection margins were  4 mm, 5e9 mm and  10 mm
in 1 patient, 70 patients, and 15 patients in Group I and 3
patients, 41 patients, and 47 patients in Group II, respec-
tively, (Table 1). In addition, the safety margin was >
10 mm in 15 (17.4%) Group I patients and 47 (51.6%) Group II
patients, respectively, (p Z 0.001). A wide resection was
limited because of the location of the tumor base adjacent
to the main vessels in certain patients. The patients
resumed a full diet 2e3 days after the surgical procedures,
and the average length of hospital stay was 5.6 days and 8.9
days for Group I and Group II patients, respectively. Seven
Group I patients (8.13%) and 24 Group II patients (26.37%)
required blood transfusion, respectively, indicating signifi-
cant differences regarding the need for blood transfusion
between the groups (p Z 0.001).
3.2. Postoperative follow-up results
The overall operative mortality rate was 0. In addition,
postoperative complications were reported in five Group I
patients (5.81%) and 19 Group II patients (20.87%),
respectively, (p Z 0.085). Postoperative transient ascites
developed in one patient but was well controlled with
medications. Figs. 1 and 2 show the survival rates accordingFigure 1 Survival rates depended on the safety margin
treated by laparoscopic approach.to the different safety margins and no significant differ-
ences were observed in the survival rates between both
groups. Four Group I patients and three Group II patients
with < 4-mm safety margins were excluded from the
evaluation. Overall, in Group I, the 1-, 3-, and 5-year sur-
vival rates were 84.2%, 67.3%, and 57.7% for a 5e9-mm
safety margin and 93.3%, 86.7%, and 78.0% for a > 10-mm
safety margin, respectively (Table 2); however, these dif-
ferences were not statistically significant (p Z 0.139).
Similarly, in Group II, no significant differences were
observed regarding the survival rates for varying safety
margins 5e9 and 10 mm; (Table 2).
4. Discussion
In addition to surgical resection, the laparoscopic approach
could be used as a staging method for HCC in patients who
are at a high risk of developing occult small nodules that
were not evident on computed tomography, as reported in
our previous study.2 We believe that the laparoscopic
approach will reduce blood loss as well as the length of
postoperative hospital stay. Intraoperative bleeding is the
most crucial concern in laparoscopic liver resection.3,13 The
resection margins should be carefully examined for peri-
operative bleeding and bile leaks through closed observa-
tions with a laparoscopic camera. The bleeding during the
dissection of liver parenchyma must be managed with a
microwave coagulator and CUSA. Usually, hemostasis canTable 2 Survival rates based on the resection margin in
hepatocellular carcinoma patients treated by laparoscopic
(Group I) and traditional (Group II) approaches.
Variable n Survival rate (%) p
1 y 3 y 5 y
Group I
 4 mm 1 100 0 0
5e9 mm 70 84.2 63.3 57.7 0.139
 10 mm 15 93.3 86.7 78.0
Group II
 4 mm 3 66.7 66.7 66.7
5e9 mm 41 84.5 75.7 72.4 0.570
 10 mm 47 95.6 85.2 78.8
Table 3 Safety margins in the operative patients with
hepatocellular carcinoma suggested from the literature.
Authors, year n Margin
(mm)
Method Country
Poon et al,25 2000 150 10 mm Traditional Hong
Kong
Sasaki et al,37 2006 218 >5 mm Traditional Japan
Tralha˜o et al,30 2007 209 >10 mm Traditional France
Yu et al,9 2007 202 >5 mm Traditional Taiwan
Buell et al,4 2008 36 >7 mm Laparoscopic USA
Santambrogio
et al,38 2009
19 >5 mm Laparoscopic Germany
Vigano et al,39 2009 64 >10 mm Laparoscopic France
Current series, 2014 86 >5 mm Laparoscopic Taiwan
186 C.-G. Ker et al.be obtained using a monopolar diathermy probe to coagu-
late small bleeders.16
Numerous factors, such as the patient’s general condi-
tion as well as the macroscopic morphology and histo-
pathological features of tumors, have prognostic
significance.17,18 An Italian study group reported that in
patients with inadequate resection margins, tumor re-
currences are almost certain.19 In Taiwan, a resection
margin of > 5 mm has been reported to adequately prevent
intrahepatic recurrence after resection of HCC.9 However,
further extension of the margin confers no additional
benefit.20 A wide resection was essential to secure a sur-
gical safety margin; however, because the space between
the tumor and the portal or hepatic veins was limited, a
wide resection was not feasible. Qin and Tang21 reported
that an extended surgical margin may not be essential for
patients with obvious liver cirrhosis. Apparently, anatomic
resection confers beneficial effects on recurrence-free
survival after hepatectomy in patients with HCC. When
the liver functional reserve is good, the extent of surgical
resection should be adequate to prolong the disease-free
survival.22,23 Although an adequate surgical margin might
exert a beneficial effect on the overall survival of patients
with HCC, most patients with HCC suffer from concomitant
liver cirrhosis, which limits the extent of surgical resection.
For patients with severe liver cirrhosis undergoing major
liver resections, the risk of mortality was high because of
the poor remnant liver function.
Achieving a wide surgical margin (> 10 mm) was not
feasible for tumors located at the portal area or close to
the main blood vessels and bile duct. No significant differ-
ences were observed in the survival rates between patients
with HCC who received liver resection with varying surgical
margins.20,21 In addition, Shimada et al7 reported that a
surgical margin of  10 mm should be secured in young
patients undergoing macroscopic curative hepatectomy for
small HCCs with no concomitant hepatitis C virus infection
or a tumor size of  25 mm considering the increased long-
term disease-free survival in such patients. Moreover, Ueno
et al24 strongly recommended anatomic resection to secure
an extended surgical margin that was located away from
the tumor margin, because this procedure favorably erad-
icated the micrometastases located away from the tumor
margins approximately 3.1  1.4 mm from the primary
tumor margin in HCC.
Several studies have confirmed surgical safety margin as
a crucial factor that influenced the survival of patients
undergoing traditional or laparoscopic liver resection
(Table 3)4,9,25,30,37e39. Occasionally, surgical safety margin
could not be secured through the laparoscopic approach.
Therefore, a surgeon must secure an expected limited
margin during tumor resection without injuring the main
vessels. Poon et al25 reported that extended liver resection
to secure an adequate resection margin width must be
performed after confirming the preservation of the main
veins, liver function, and adequate liver remnant in pa-
tients with cirrhosis. In addition, in our case series, no
significant differences were observed in the survival rates
of the patient groups with 5e9 mm and 10 mm safety
margins.
Although the status of resection margin is a crucial and
accurate predictor,26 the distance at which the resectionmargin is safe remains unknown. In the American Joint
Committee on Cancer staging (2002), a resection margin of
< 10 mm is considered to have a clinical prognostic value.27
During hepatectomy in patients with HCC, a wide distal
resection margin of 20 mm and a proximal resection margin
of 10 mm away from the edge of the primary tumor in the
direction of the portal vein flow may adequately improve
the overall and tumor-free survival.11 Reportedly, in HCC
tumors measuring 2.1e5 cm or > 5 cm in size, no significant
differences were observed in the overall survival rates for
the groups with narrow and wide resection margins.28,29
Moreover, Young et al12 identified the following predictors
of poor disease-free survival: positive resection margin
(p < 0.001), multiple tumors (pZ 0.003), and macroscopic
vascular invasion (p Z 0.015). In addition, infiltrative tu-
mors, surgical margins of < 10 mm, and blood transfusion
exhibited marked effects on the long-term survival rates of
patients with HCC.30 However, no marked differences were
observed with regard to margin status recurrence, or sur-
vival between patients undergoing laparoscopic liver
resection and those undergoing open hepatectomy.31
However, in patients with colorectal cancer and liver
metastasis, a resection margin of 1e2 mm significantly
decreased the hepatic recurrence-free survival compared
with a resection margin of > 3 mm.32 The 5-year survival
rate of patients with colorectal cancer and liver metastases
with a resection margin of < 1 mm (25%) was significantly
lower compared with the 5-year survival rate of those with
a resection margin of > 1 mm (43%) (p < 0.045); however,
no significant differences were observed in the disease-free
survival rates between both patient groups.33 In general,
the required distance of resection margin was less critical
in metastatic liver cancers than in HCC.
Patients with HCC exhibited a high recurrence rate in
the retained liver, suggesting multicentric carcinogenesis,
as described in the “seed-and-soil theory” of hep-
atocarcinogenesis of cirrhotic livers.34 Therefore, the dis-
tance of the surgical margin was not an absolute prognostic
factor. Although a positive histological margin was associ-
ated with a higher incidence of postoperative recurrence,
in most patients, this was related to an underlying venous
invasion or microsatellites. Most intrahepatic recurrences
were considered to originate from intrahepatic metastases
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vented by securing a wide resection margin. Thus, the
biological nature of the tumor was the key and not the
distance of the surgical margin. In a molecular biological
study,35 the presence of CDKN2A methylation patterns in
the surgical margins was 35% in negative margins histolog-
ically, and this might be valuable in evaluating the cellular
origin of recurrent carcinomas. Therefore, the recurrence
of HCC depended not only on the distance of the surgical
margin, but also the biological behavior of the hepatic
microenvironment. Therefore, a disease-free margin
(macroscopic or microscopic) can only ensure short-term
safety.
How can we ensure the safety of the remnant liver
margin when the safety cannot be determined at the time
of the surgical procedure? The application of a saline-linked
dissecting device on the in situ margins after tumorectomy
could induce a substantial heat-zone area ranging from
10 mm to 13 mm with a regressive heat gradient, which
usually destroys a majority of the affected cells.36 These
observations could help to reduce marginal recurrence,
particularly in patients undergoing liver resections for ma-
lignancy. Microwave ablation for an additional depth of
5e10 mm on the remnant liver parenchyma after tumor
removal may be beneficial when the surgical specimen
exhibits an inadequate gross resection margin. In conclu-
sion, although securing a safety margin during dissection
with laparoscopic instruments is challenging without any
tactile sensation by the surgeon, minimally invasive surgery
is definitely beneficial for patients. No significant differ-
ences were observed in the survival rates of patients with
HCC who underwent laparoscopic and traditional liver
resection with a > 5-mm safety margin. However, the
absence of statistical significance may be attributed to the
number of patients enrolled in our case series.References
1. Ker CG, Chen HY, Juan CC, et al. Study of angiogenesis in
hepatitis and hepatocellular carcinoma. Hepato-Gastroenter-
ology. 1999;46:646e650.
2. Ker CG, Chen HY, Juan CC, et al. Laparoscopic sub-
segmentectomy for hepatocellular carcinoma with cirrhosis.
Hepato-Gastroenterology. 2000;47:1260e1263.
3. Chen HY, Juan CC, Ker CG. Laparoscopic liver surgery for pa-
tients with hepatocellular carcinoma. Ann Surg Oncol. 2008;
15:800e806.
4. Buell JF, Thomas MT, Rudich S, et al. Experience with more
than 500 minimally invasive hepatic procedures. Ann Surg.
2008;248:475e486.
5. Zacharoulis D, Sioka E, Tzovaras G, Jiao LR, Habib N. Laparo-
scopic left lateral sectionectomy with the use of Habib 4X:
technical aspects. J Laparoendos Adv Surg Tech. 2013;23:
549e552.
6. Takano S, Oishi H, Kono S, et al. Retrospective analysis of type
of hepatic resection for hepatocellular carcinoma. Bri J Surg.
2000;87:65e70.
7. Shimada M, Gion T, Hamatsu T, et al. Evaluation of major he-
patic resection for small hepatocellular carcinoma. Hep-
atogastroenterology. 1999;46:401e406.
8. Berber E, Siperstein A. Local recurrence after laparoscopic
radiofrequency ablation of liver tumors: an analysis of 1032
tumors. Ann Surg Oncol. 2008;15:2757e2764.9. Yu CC, Yang MD, Wu CT, Jeng LB. Resection margin in pre-
venting the intrahepatic recurrence after resection of hepa-
tocellular carcinoma. Formosan J Surg. 2007;40:236e242.
10. Poon RT, Fan ST, Lo CM, Liu CL, Wong J. Difference in tumor
invasiveness in cirrhotic patients with hepatocellular carci-
noma fulfilling the Milan criteria treated by resection and
transplantation: impact on long-term survival. Ann Surg. 2007;
245:51e58.
11. Xu L, Shi M, Zhang YQ, Li JQ. Influence of surgical resection
margin in hepatectomy on survival of patients with hepato-
cellular carcinoma. Zhonghua Zhong Liu Za Zhi. 2006;28:
47e49.
12. Young AL, Malik HZ, Abu-Hilal M, et al. Large hepatocellular
carcinoma: time to stop preoperative biopsy. J Amer Coll Surg.
2007;205:453e462.
13. Lai EC, Tang CN, Ha JP, Li MK. Laparoscopic liver resection for
hepatocellular carcinoma: ten-year experience in a single
center. Arch Surg. 2009;144:143e147.
14. Nguyen KT, Geller DA. Is laparoscopic liver resection safe and
comparable to open liver resection for hepatocellular carci-
noma? Ann Surg Oncol. 2009;16:1765e1767.
15. Tsuchiya M, Otsuka Y, Tamura A, et al. Status of endoscopic
liver surgery in Japan: a questionnaire survey conducted by the
Japanese Endoscopic Liver Surgery Study Group. J Hepato-
Biliary-Pancreatic Surg. 2009;16:405e409.
16. Abu Hilal M, Underwood T, Taylor MG, Hamdan K, Elberm H,
Pearce NW. Bleeding and hemostasis in laparoscopic liver sur-
gery. Surg Endosc. 2010;24:572e577.
17. Ker CG, Chen HY, Chen KS, et al. Clinical significance of cell
differentiation in hepatocellular carcinoma. Hepato-Gastro-
enterology. 2003;50:475e479.
18. Shah SA, Cleary SP, Wei AC, et al. Recurrence after liver
resection for hepatocellular carcinoma: risk factors, treat-
ment, and outcomes. Surgery. 2007;141:330e339.
19. Lise M, Bacchetti S, Da Pian P, Nitti D, Pilati PL, Pigato P.
Prognostic factors affecting long term outcome after liver
resection for hepatocellular carcinoma: results in a series of
100 Italian patients. Cancer. 1998;82:1028e1036.
20. Lee KT, Wang SN, Su RW, et al. Is wider surgical margin justified
for better clinical outcomes in patients with resectable hepa-
tocellular carcinoma? J Formosan Med Assoc. 2012;111:
160e170.
21. Qin LX, Tang ZY. The prognostic significance of clinical and
pathological features in hepatocellular carcinoma. World J
Gastroenterol. 2002;8:193e199.
22. Regimbeau JM, Kianmanesh R, Farges O, Dondero F,
Sauvanet A, Belghiti J. Extent of liver resection influences the
outcome in patients with cirrhosis and small hepatocellular
carcinoma. Surgery. 2002;131:311e317.
23. Mullin EJ, Metcalfe MS, Maddern GJ. How much liver resection
is too much? Am J Surgery. 2005;190:87e97.
24. Ueno S, Kubo F, Sakoda M, et al. Efficacy of anatomic resection
vs nonanatomic resection for small nodular hepatocellular
carcinoma based on gross classification. J Hepato-Biliary-
Pancreatic Surg. 2008;15:493e500.
25. Poon RT, Fan ST, Ng IO, Wong J. Significance of resection
margin in hepatectomy for hepatocellular carcinoma: a critical
reappraisal. Ann Surg. 2000;231:544e551.
26. Cho JY, Han HS, Yoon YS, Shin SH. Experiences of laparoscopic
liver resection including lesions in the posterosuperior seg-
ments of the liver. Surg Endosc. 2008;22:2344e2349.
27. Lei HJ, Chau GY, Lui WY, et al. Prognostic value and clinical
relevance of the 6th Edition 2002 American Joint Committee
on Cancer staging system in patients with resectable hepato-
cellular carcinoma. J Am Coll Surg. 2006;203:426e435.
28. Shi M, Zhang CQ, Zhang YQ, Liang XM, Li JQ. Micrometastases
of solitary hepatocellular carcinoma and appropriate resection
margin. World J Surg. 2004;28:376e381.
188 C.-G. Ker et al.29. Shi M, Guo RP, Lin XJ, et al. Partial hepatectomy with wide
versus narrow resection margin for solitary hepatocellular
carcinoma: a prospective randomized trial. Ann Surg. 2007;
245:36e43.
30. Tralha˜o JG, Kayal S, Dagher I, Sanhueza M, Vons C, Franco D.
Resection of hepatocellular carcinoma: the effect of surgical
margin and blood transfusion on long-term survival. Analysis of
209 consecutive patients. Hepato-Gastroenterology. 2007;54:
1200e1206.
31. Sarpel U, Hefti MM, Wisnievsky JP, Roayaie S, Schwartz ME,
Labow DM. Outcome for patients treated with laparoscopic
versus open resection of hepatocellular carcinoma: case-
matched analysis. Ann Surg Oncol. 2009;16:1572e1577.
32. Konopke R, Kersting S, Makowiice F, et al. Resection of colo-
rectal liver metastases: is a resection margin of 3 mm enough?
World J Surgery. 2008;32:2047e2056.
33. Sherman M. Hepatocellular carcinoma: epidemiology, surveil-
lance, and diagnosis. Semin Liver Dis. 2010;30:003e016.
34. Hernandez-Gea V, Toffanin S, Friedman SL, Llovet JM. Role of
the microenvironment in the pathogenesis and treatment ofhepatocellular carcinoma. Gastroenterology. 2013;144:
512e527.
35. Yang B, Gao YT, Du Z, Zhao L, Song W-Q. Methylation-based
molecular margin analysis in hepatocellular carcinoma. Bio-
chem Biophys Res Communs. 2005;338:1353e1358.
36. Kianmanesh R, Ogata S, Paradis V, Sauvanet A, Belghiti J. Heat-
zone effect after surface application of dissecting sealer on
the “in situ margin” after tumorectomy for liver tumors. J Am
Coll Surg. 2008;206:1122e1128.
37. Sasaki A, Iwashita Y, Shibata K, Matsumoto T, Ohta M, Kitano S.
Improved long-term survival after liver resection for hepato-
cellular carcinoma in the modern era: retrospective study from
HCV-endemic areas. World J Surg. 2006;30:1567e1578.
38. Santambrogio R, Aldrighetti L, Barabino M, et al. Laparoscopic
liver resections for hepatocellular carcinoma. Is it a feasible
option for patients with liver cirrhosis? Langenbecks Arch Surg.
2009;394:255e264.
39. Vigano L, Tayar C, Laurent A, Cherqui D. Laparoscopic liver
resection: a systematic review. J Hepatobiliary Pancreat Surg.
2009;16:410e421.
